REMARKS 

Claims 1-29 are presently pending in the instant Application. In the instant Amendment, 
Applicants have canceled Claims 8, 13, 21, 24 and 29, have amended Claims 1-7, 9-12, 14-20, 
22-23, and 26-28, and have added new Claims 30-36. Support for amended Claims 1-7, 9-12, 
14-20, 22-23, and 26-28, as well as for new Claims 30-36 can be found generally throughout the 
instant Specification, and particularly at page 74, lines 17-28; pages 75-77; Figures 8-10, and 
Claims 1-28 as originally filed. 

Drawings 

The Examiner has acknowledged that drawings filed as part of the instant Application are 
adequate for purposes of examination. The Applicants are grateful the Examiner's 
acknowledgement. 

Priority 

The Examiner has asserted that Applicants have not complied with one or more 
conditions for receiving the benefit of an earlier filing date under 35 U.S.C. 119(e). In particular, 
the Examiner believes that an application in which the benefits of an earlier application are 
desired (i.e. 60/085,845, and PCT/FR99/00740) must contain a specific reference to the prior 
application(s) in the first sentence of the specification or in an application data sheet (37 CFR 
1.78(a)(2) and (a)(5)). The specific reference to any prior nonprovisional application must 
include the relationship (i.e., continuation, divisional, or continuation-in-part) between the 
applications except when the reference is to a prior application of a CPA assigned the same 
application number. 

In the instant matter, the Examiner has acknowledged receipt of a certified copy of the 
foreign application referred to in the oath or declaration or in an application data sheet. The 
Examiner has asserted that if the instant Application has entered the national stage from an 

16 



international application filed on or after November 29, 2000, after compliance with 35 U.S.C. § 
371, the claim for priority must be made during the pendency of the instant Application and 
within the time limit set forth in the PCX and regulations of the PCT. 

In response, Applicants respectfully submit a priority claim was made timely in the 
instant Application. Indeed, an original filing receipt mailed February 5, 2001 acknowledges 
that the instant Application is a 371 of PCT/FR99/00740 filed March 30, 1999, and claims 
priority from French Application 98/04121 filed April 2, 1998. Moreover, an updated filing 
receipt mailed July 9, 2002 confirms all of the information set forth in the original filing receipt, 
and further acknowledges that PCT/FR99/00740 claims the benefit of U.S. Provisional 
Application 60/085,845 filed May 18, 1998. 

It is respectfully submitted the instant Amendment to the Specification adding the 

Priority Claim is indeed timely and should be allowed. MPEP §201. 14(a) clearly states: 

For applications that entered the national stage from an 
international application filed on or after November 29, 2000, 
after compliance with 35 U.S.C. § 371, the claim for priority 
must be made during the pendency of the application and within 
the time limit set forth in the PCT and Regulations under the 
PCT. Any foreign priority claim not presented within the time 
period set forth in 37 CFR 1.55(a)(l)(i) is considered to have 
been waived. 

(MPEP § 201.14(a) (emphasis added)). 

As the Examiner is well aware, PCT Application PCT/FR99/00740 was filed on March 
30, 1999, which is prior to November 29, 2000. Hence, the time period set forth in 37 CFR 
1.55(a)(l)(i) is not applicable in this case, and the amendment of the instant Specification to 
include a Priority Claim at this time is timely and appropriate. 

The Claims are Acceptable 

The Examiner has objected to Claim 1. Initially, the Examiner believes the word "bond" 

should replace the word "bonding" recited in Claim 1 because, in the Examiner's opinion, an 
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object C'R2") is specified and not an action. The Examiner also has asserted that, alternatively, 
the words "site for" could be inserted directly after "bonding". The Examiner also believes a 
similar situation exists at page 80, lines 12-18. Also with respect to Claim 1, the Examiner has 
asserted the word "The" recited at page 80, line 7 should not be capitalized, and that the asterisks 
at page 80, lines 8 and 14, and at page 82, lines 10, 17, and 18 should be replaced with bullets or 
some other character, because the Examiner is of the opinion that asterisks were defined in 
Claim 1 at page 79, lines 20-22 as a hydrogen atom or a bonding site. 

Furthermore, the Examiner has objected to Claim 8 because, in the Examiner's opinion, 
the term "chotestanyl" at line 19 is misspelled. 

The Examiner has also objected to Claims 10-12 because he believes they are incomplete 
sentences inasmuch as they lack an article modifying the noun "Method". The Examiner has 
suggested the word "A" be inserted. 

Moreover, the Examiner has objected to Claim 18 for lacking a comma after "histone", 
and has objected to Claims 18-21 under 37 CFR § 1.75(c) as being in improper form because a 
multiple dependent claim cannot depend from another multiple dependent claim. It is the 
Examiner's position that Claims 19-21 depend from Claims 12-19, of which Claim 14 is a 
multiple dependent claim. Hence, the Examiner has not considered Claims 19-21 on the merits. 

In response, it is respectfully submitted that the instant Claims as amended herein are in 
acceptable form. In particular. Claim 1 has been amended to recite , inter alia, ". . .X represents a 
group NR2 or CHR2, R2 being either a hydrogen atom or the bonding site for Ri (emphasis 
added) ". This correction has also been made at page 80, lines 12-18. Moreover, the Claim has 
been amended so that the word "The" recited on page 80, line 7 is no longer recited, and that 
asterisks at page 80, lines 8 and 14, and at page 82, lines 10, 17, and 18 have been replaced with 
bullets. 
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Furthermore, Claim 8 has been amended to recite the term "cholestanyl" rather than 
"chotestanyl", Claims 10-11 have been amended to be directed towards, inter alia, "A 
method. . .", Claim 12 has been amended to be directed towards, inter alia, "A composition. . 
Claim 18 has been amended to have a comma after "histone", Claims 19-20 have been amended 
to no longer be multiple dependent Claims, and Claim 21 has been canceled, without prejudice. 

For all of the foregoing reasons, it is respectfully submitted that Claims 1, 8, 10-12 and 
18-20 are in correct form, and these objections should be removed. 

The Claims are Drawn to Patentable Subject Matter 

Claims 24 and 25 have been rejected under 35 U.S.C. § 101 because the claimed 
recitation of use, without setting forth any steps involved in the process, results in an improper 
definition of a process, i.e., results in a claim which is not a proper process under 35 U.S.C. § 
101. 

Initially, Applicants respectfully point out to the Examiner that Claim 25 was deleted in a 
preliminary amendment filed 21 November 2000 with the USPTO. With respect to Claim 24, in 
the instant Amendment, Claim 24 has been canceled, without prejudice. Hence, this rejection is 
MOOT. 

The Invention is Definite 
Claims 1-29 have been rejected under 35 U.S.C. § 112, second paragraph as being 
indefinite for failing to particularly point out and distinctly claim the subject matter regarded to 
be the invention. The Examiner has assert that, although Claims 12, 26 and 28 are independent 
Claims, they require a "compound of general formula I", which is defined in Claim 1. Hence, 
the Examiner believes many of the indefiniteness rejections that apply to Claim 1 also apply to 
claims 12, 265, and 28, as well as to Claims dependent upon these Claims. 
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Firstly, the Examiner has asserted that Claims 1-25, and 29 are indefinite because they 
are drawn to a compound in a "DL form". The Examiner believes such a form is not possible 
because, in the Examiner's opinion, a pure solution of a compound either rotates plane polarized 
light to the right (D), or to the left (L), and that a single compound can not in the end do both. It 
is the Examiner's opinion that the term DL (or D,L) is used to refer to racemic mixtures of D 
compounds and L compounds. 

In the instant Amendment, Claim 1 has been amended to be drawn to, inter alia, "A 
compound, a stereoisomer of said compound, a salt of said compound, or a salt of said 
stereoisomer. . . As the Examiner is well aware, D and L isomers of a compound are 
stereoisomers, and at page 3, lines 21-24 of the instant Application, as well as in Claim 1 as filed, 
Applicants discuss D and L isomers of a compound of the instant Invention. Hence, amended 
Claim 1 clearly does not introduce new matter into the instant Application. 

Furthermore, the Examiner believes that Claims 1-8, 10-25, and 29 are definite because 
they recite "the different groups [(CH2)p-Y]" without proper antecedent basis. The Examiner has 
asserted that this phrase implies that there must be different [(CH2)p-Y] groups. Yet, the 
Examiner is the opinion that, according to the Claims, as few as 0 or 1 [(CH2)p-Y] groups are 
allowed. Thus, the Examiner believes there need not be different [(CH2)p-Y] groups. The 
Examiner has also asserted that a similar situation arises at page 81, lines 7-8, hnes 9-10, and 
lines 16-17 with respect to "the different groups NR4-(CH)r-, "the different groups -NR4- 
(CH)rR3", and "the different groups -(CH2)s-NR5". 

In the instant Amendment, claim 1 has been amended to be directed towards, inter alia, a 
compound in which "... Y represents a carbonyl, amino, methylamino, or methylene group, 
wherein Y need not be identical in each [(CH2)p-Y] group should 2<9<20... (emphasis added)." 
Thus, this Amendment makes it readily clear that in a situation where there are more than one 
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[(CH2)p-Y] group, i.e. if q of general formula (III) is greater than or equal to 2 and less than or 
equal to 10, Y need not be the same in each [(CH2)p-Y] group. Claim 1 has also been amended 
to state inter alia, that: 

(a) . .r is an integer between 0 and 10 inclusive, wherein r need not have the same 
value in each -NR4-(CH)r group should 2<t<8. . should t of general formula (VI) be greater 
than or equal to 2 and less than or equal to 8, and 

(b) . .R3 represents a hydrogen atom, a methyl group or a group of general formula 
(VII):... for which u is an integer between 1 and 10 inclusive, s is an integer between 2 and 8 
inclusive and need not have the same value in each -(CH2)s'NR5 group of general formula 
(VII) should 2<c!<10 , R5 is a hydrogen atom or a CA group as defined above, wherein the CA 
group in each -(CH2)s-NR5 group of general formula (VII) need not be identical should 
2<u<10, and wherein R3 need not be identical in each NRr(CH)rR3 group of general formula 
(VI) should 2<t<8. . .(emphasis added)." 

It is respectfully submitted that these amendments readily make clear to one of ordinary 
skill in the art that in a compound of the instant Invention wherein there is more than one -NR4- 
(CH)r group, more than one -(CH2)s-NR5 group, more than one -(CH2)s-NR5 containing a CA 
group, and/or more than one Nr4-(CH)rR3 group, they need not be identical. The various 
compounds of the instant Invention as set forth in the Specification and Claims readily provide 
support for these amendments. 

In addition, the Examiner has asserted that Claims 1-8, 10-25, and 29 are indefinite 
because, in the Examiner's opinion, the metes and bounds of "Y" are unclear. The Examiner 
believes the Claims limit 'Y' to one of carbonyl, amino, methylamino, and methylene, but then 
indicates that it may have "different meanings within the same groups." In the Examiner's 
opinion, this phrase could mean that 'Y' is limited to one of the indicated entities, or that 'Y' 
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could have some other disclosed identity. For similar reasons, the Examiner also believes that 
the metes and bounds of "r" are unclear as defined at page 81, lines 6-8, because the Examiner 
believes that the Claims limit 'r' on the one hand to be between 0 and 10 inclusive, but 
subsequently allow 'r' to have "different meanings." The Examiner believes a similar situation 
exists for the term 's' at page 81, lines 14-16, the term 'CA' at page 81, lines 18-19 and page 82, 
lines 4-6, and for general formula (VII) at page 82, lines 1 and 2. 

In response, it is respectfully submitted that in the instant Amendment, amended Claim 1 
states that Y represents a carbonyl, amino, methylamino or methylene group, but that in each 
[(CH)p-Y] group, should q of general formula (III) be greater than or equal to 2 and less than 
or equal to 10, Y does not need identical in each [(CH)p-Y] group. A similar amendment has 
been made for "r", i.e. that r is an integer between 0 and 10 inclusive, but that r need have the 
same value in each -NR4-(CHr)- group should there be more than one -NR4-(CHr)- group in the 
compound. Thus, amended Claim 1 makes clear that r can have a value of 0, 1, 2, 3, 4, 5, 6, 7, 8, 
9, or 10, but that value can be different in each -NR4-(CHr)- group in the compound, should the 
compound contain more than one -NR4-(CHr)- group 

It is also the Examiner's opinion that Claims 1-8, 10-25, and 29 are indefinite because 
they lack proper antecedent basis for the phrase "whose nitrogen atom" at page 81, line 2 in the 
description of general formula (VI). The Examiner has asserted that general formula (VI) allows 
for up to 8 nitrogens. Thus, the Examiner believes insertion of the word "terminal" should be 
inserted immediately before "nitrogen". 

In the instant Amendment, Claim 1 has been amended to state that "Rep is absent or is a 
spacer of general formula (VI), wherein the terminal nitrogen atom is attached to atoms X, V, 
W, or Z of general formula (II) when the compound comprises general formula (IV)... (emphasis 
added). 
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Moreover, the Examiner has asserted that Claims 1-8, 10-25, and 29 are indefinite 
because the phrase "depending on the cases" is confusing. In the Examiner's opinion, the only 
antecedent for "the cases" is the recitation of the "1^^ case" and "2"^ case", but the Examiner 
beUeves the Claim does not clearly indicate that these are what is referred to, and the nature of 
recited dependency is unclear. In order to overcome this rejection, the Examiner believes the 
Claim should be amended to state "whose terminal nitrogen is attached to one of atoms X, V, W, 
or Z of general formula (II) when the compound comprises general structural formula (IV), or to 
the substituent Y of the group Ri when the compound comprises general structural formula V." 

In the instant Amendment, Claim 1 has been amended so that it no longer recites the 
phrases "1^^ case", "2""^ case", and "the cases". Rather, as explained above, amended Claim 1 
states .wherein the terminal nitrogen is attached to atoms X, V, W or Z of general formula (II) 
when the compound comprises general formula (IV), or to the substituent Y of the group Ri 
when the compound comprises general formula (V)...." 

In addition, the Examiner has asserted that Claims 1-8, 10-23 and 29 are indefinite 
because the metes and bounds of "steroid derivative" is unclear. It is the Examiner's position 
that neither the instant Specification nor the Claims defines this term. Hence, the Examiner 
believes one of skill in the art cannot know the metes and bounds of the Claims. 

In response, it is respectfully submitted that Claim 1 has been amended to define a 
"steroid derivative" to be ".. .selected from the group consisting of cholesterol, cholestanol, 
3-a-5-cyclo-5-a-cholestan-6-3-ol, cholic acid, cholesteryl formate, cholestanyl formate, 
3a,5-cyclo-5a-cholestan-6p-yl formate, cholesterylamine, 6-(l,5-dimethylhexyl)- 
3a,5a-dimethylhexadecahydrocyclopenta[a]cyclopropa[2,3]cyclopenta[l,2-f]naphthalen- 
10-ylamine, and cholestanylamine...." This definition was set forth in Claim 8 as originally 
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filed. Hence, contrary to the Examiner's assertions, a "steroid derivative" is clearly defined in 
the instant Application, and this amendment introduces no new matter. 

The Examiner further contends that Claims 1-8, 10-25 and 29 are indefinite because, in 
the Examiner's opinion, it is unclear what is intended by formula VIL The Examiner has 
asserted that formula VII is described at page 81, line 13 to page 84, line 2, and that 
indefiniteness arises because variable group R5, which is attached to general formula (VII), may 
itself be a group of general formula (VII). Thus, the Examiner believes the definition of formula 
VII is circular and has no meaning. In response, it is respectfully submitted that in the instant 
Amendment, Claim 1 has been amended so that R5 is a hydrogen atom or a CA group. Thus, in 
amended Claim 1, R5 cannot also be general formula (VII). 

Furthermore, the Examiner has asserted that Claims 1-8, 10-25, and 29 are indefinite 
because, in the Examiner's opinion, R' is defined at page 82, lines 10-15 as representing either a 
group of formula NHReR?, for which Re and R7 may independently represent a hydrogen atom or 
an aliphatic radical, with the further limitation that at least one of Rg and R7 may independently 
represent a hydrogen atom or an aliphatic radical, with the further limitation that at least one of 
Rg or R7 must be different from hydrogen and the other must contain between 10 and 22 carbon 
atoms. Hence, the Examiner is of the opinion that, on one hand, the Claims state that one or both 
of R6 and R7 may be hydrogen, and on the other hand require that neither Rg nor R7 can be 
hydrogen. 

In response, it is noted that although the Examiner has referred to R' in this aspect of the 
rejection, the Examiner has described R in Claim 1. With respect R, Claim 1 has been amended 
to state inter alia, that R represents . .a group of formula NR6R7 for which Ro and R7 represent, 
independently of each other, a hydrogen atom or an optionally fluorinated, linear or branched, 
saturated or unsaturated aliphatic radical containing 1 to 22 carbons, with at least one of the two 
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substituents Re or R7 different from hydrogen and containing between 10 and 22 carbon 
atoms. . . This amendment makes clear that at least one of Re or R7 may be different from 
hydrogen, which is readily clear and understandable to one of ordinary skill in the art in light of 
the teachings of the instant Application. 

The Examiner has also asserted that Claims 2-10 are indefinite because, although they are 
drawn to subgenuses of Claim 1, they fail to begin with a definite article. Thus, the Examiner 
believes one cannot know which compositions are embraced by Claim 1 are also embraced by 
these Claims. In response, it is respectfully submitted that Claims 2-7 have been amended to be 
begin with the article "The", and Claim 10 has been amended to begin with the article "A". In 
the instant Amendment, Claim 8 has been canceled, without prejudice. Hence, with respect to 
Claim 8, this rejection is MOOT. 

The Examiner has also asserted that Claim 2 is indefinite because, in the Examiner's 
opinion, it is ambiguous due to the use of the conjunction "and" immediately after the phrase "on 
the one hand". The Examiner believes the claim should be redrafted to require that "the group 
Rl is bonded to either one of Z or V, or alternatively is bonded to Rep via Y." 

In response, Claim 2 has been amended in the instant Amendment so that it no longer 
recites the phrases "on the one hand" and "and on the other hand". Rather, amended Claim 2 
states "The compound according to claim 1, wherein said Ri group is bonded: (a) to Z or V, or 
(b) to Y of general formula (III)." 

In addition, the Examiner believes Claim 3 is indefinite because, in the Examiner's 
opinion, it is unclear what is and what is not a "member". In response. Claim 3 has been 
amended so that it no longer recites the term "members". 

The Examiner has also asserted that Claim 4 is indefinite because the Examiner believes 
it is unclear whether the limitations regarding R3, R4, and R5 are meant to be applied to each 
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(NR4-(CHR3)r) group, or only to one of several such groups. In the instant Amendment though, 
Claim 4 has been amended to be directed towards, inter alia, the compound of Claim 1, wherein 
(a) R3 is a hydrogen atom or a methyl, wherein R3 need not be identical in each NR4-(CH)rR3 
group of general formula (VI) should 2<t<8; (b) R3 is a hydrogen atom and R4 is a hydrogen 
atom; or (c) R4 is a hydrogen atom and R3 is the group of formula (VII) in which R5 represents a 
group CA. It is respectfully submitted that amended Claim 4 is readily clear and 
understandable to one of ordinary skill in the art. In (a) of Claim 4, R3 is a hydrogen atom or 
methyl group, and should t of general formula (VI) be greater than or equal to 2 and less than or 
equal to 8, then every R3 must be either a hydrogen atom or methyl group. In (b) of Claim 4, R3 
and R4 in the compound are hydrogen atoms. Hence, every R3 and every R4 in the compound 
will be hydrogen atoms. In (c) of amended Claim 4, R4 is a hydrogen atom, R3 is the group of 
formula (VII), and R5 of formula (VII) is a CA group. Thus, amended Claim 4 correctly narrows 
the scope of Claim 1, upon which it depends, and is readily definite to one of ordinary skill in 
this art. 

The Examiner also believes Claims 6 and 7 are indefinite because they recite "the groups 
Re and R7" without proper antecedent basis. In the instant Amendment, Claim 6 has been 
amended to be drawn to inter alia, "The compound according to claim 1, wherein and R7 are 
identical or different, and each represents an optionally fluorinated, linear or branched, saturated 
or unsaturated aliphatic chain. ..." Claim 1 discloses Re and R7. Moreover, amended Claims 6 
and 7 correctly narrow scope of Claim 1 by limiting the number of carbons that can be in 
aliphatic chains Re and R7. thus. Re and R7 readily have antecedent support in Claim 1, and 
Claims 6 and 7 are in proper form. 

The Examiner further contends that Claim 11 is indefinite because it recites "the 
analogous lipopolyamines" and "the cyclization" without antecedent bases. It is respectfully 
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submitted though that in the instant Amendment, Claim 1 1 has been amended so that it no longer 
recites the terms "the lipopoly amines" and "cyclization". Rather, amended Claim 11 is directed 
towards, inter alia, a method for preparing the compound . .comprising the steps of: (a) 
synthesizing analogous lipopolyamines; and (b) cyclizing the analogous lipopolyamines.. 
Hence, amended Claim 1 1 is readily definite to one of ordinary skill in the art. 

Furthermore, the Examiner has asserted that Claims 13-23 and 27 are indefinite because 
they fail to begin with a definite article. Thus, the Examiner believes one cannot know which 
compositions are embraced by these Claims. In the instant Amendment though. Claims 13 and 
21 have been canceled without prejudice, and Claims 14-20, 22-23, and 27 have been amended 
to begin with definite articles. 

The Examiner also believes that Claim 16 is indefinite because, in the Examiner's 
opinion, the phrase "such as in particular" recited in the Claim is unclear as to whether the 
limitations following it are part of the claimed Invention. In the instant Amendment though. 
Claim 16 has been amended so that it no longer recites the phrase "such as in particular." 

Claims 17 and 18 are also believed to be indefinite for their recitation of the phrase "the 
nucleic acid" without proper antecedent basis. In response, it is respectfully submitted that 
Claim 12, upon which Claims 17 and 18 ultimately depend, has been amended to be directed 
towards, inter alia, a composition comprising the compound of claim 1 ". . .and a nucleic 
acid....". Thus, the phrase "the nucleic acid" recited in Claims 17 and 18 has proper antecedent 
basis. 

The Examiner has also asserted that Claim 18 is indefinite because the Examiner believes 
it is unclear what the metes and bounds of the term "derivatives" are, and it is unclear if the 
number of peptide units is limited because, in the Examiner's opinion, the Claim states it is 
"possible for the number of units to vary between 2 and 10, and then states that the number of 
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peptide units may be repeated continuously or otherwise". In the instant Amendment though, 
Claim 18 has been amended such that it no longer recites the term "derivatives". In addition. 
Claim 18 has been amended to be directed towards, inter alia, "The composition according to 
claim 17, wherein said adjuvant... comprises peptide unit KTPKKAKKP (SEQ ED N0:1) and/or 
peptide unit ATPAKKAA (SEQ ID N0:2)". Clearly, Claim 18 as amended is readily definite 
and understandable to one of ordinary skill in the art. Moreover, in its original form, Claim 18 
stated that the adjuvant ". . .consists , as a whole or in part, . ."of peptide units. It is respectfully 
submitted that the term "comprising" has the same scope as the phrase "consists, as a whole or in 
part". Hence, the use of the term "comprises" in amended Claim 18 in no way introduces new 
matter to the Claim. 

The Examiner also contends that Claims 24-25 provide for the use of a compound of the 
instant Invention, but do not set forth any steps involved in the methods/processes. Applicants 
respectfully remind the Examiner that Claim 25 was deleted in a preliminary amendment filed 
with the USPTO on 21 November 2000. Moreover, in the instant Amendment, Claim 24 has 
been canceled, without prejudice. 

Finally, Applicants wish to point out to the Examiner that in the instant Amendment, 
Claim 29 has been canceled, without prejudice. Hence, all the rejections of Claim 29 discussed 
above are MOOT. 

For all of the foregoing reasons, it is respectfully submitted that the Claims as amended 
herein are readily definite to one of ordinary skill in the art, and that all of these rejections be 
withdrawn. 
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The Invention is Enabled 

Claims 24-25 and 28-29 have been rejected under 35 U.S.C. § 112, first paragraph, as 
failing to comply with the enablement requirement for containing subject matter that was not 
described in the Specification in such a way as to enable one skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and/or use the Invention. The 
Examiner has asserted that Claim 28 is directed towards a method of treating diseases by 
administering a compound of formula I combined with a nucleic acid capable of correcting said 
disease. The Examiner has also asserted that Claim 29 is directed towards a method of treating a 
disease by administering to cells by an intramuscular route a nucleolipid complex comprising a 
compound of one of Claims 1-9 and a nucleic acid, and that Claims 24-25 are directed to uses of 
a compound for making a medicament for treating diseases by transfer of nucleic acids into cells. 

Applicants respectfully point out to the Examiner that Claim 25 was deleted in a 
preliminary amendment filed with the USPTO on 21 November 2000. Moreover, in the instant 
Amendment, Claims 24 and 29 have been canceled, without prejudice. Hence, with respect to 
Claims 24-25 and 29, this rejection is MOOT. 

However, it respectfully submitted that amended Claim 28 as well as new Claims 33-36 
are clearly enabled, and should be allowed to issue. In making this the, the Examiner has 
asserted that at the time the instant Invention was made, successful implementation of gene 
therapy protocols was not routinely obtainable by those of ordinary skill in the art. In support of 
the position, the Examiner has cited Verma et al (Nature 389:239-242, 1997) as teaching that 
"there is still no single outcome that we can point to as a successful story", and that Verma et al 
state 'Thus far, the problem has been the inability to deliver genes efficiently and to obtain 
sustained expression". The Examiner also has asserted that Anderson (Nature 392:25-30 (1998)) 
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confirms the unpredictable state of the art, stating that "there is still no conclusive evidence that a 
gene-therapy protocol has been successful in the treatment of human disease", and that "Several 
major deficiencies still exist including poor delivery systems, both viral and non-viral, and poor 
gene expression after the genes are delivered." It is also the Examiner's position that Romano et 
al (Stem Cells 18:19-39, 2000) reviewed the general state of gene therapy, and found that the 
problems relating to gene delivery and expression discussed above persisted, and that Somia and 
Verma (Nature Review, Genetics 1:91-99, 2000) echoed the beliefs of Romano et al, and noted 
that delivery vehicles still represented the Achilles heel of gene therapy, and that no single vector 
existed that had all of the attributes of an ideal gene therapy vector. Hence, it is the Examiner's 
opinion that those of the highest skill in the art before, at, and after the time of the instant 
Invention, felt that the general art of gene therapy was highly unpredictable and could not be 
practiced with routine success, and that at the time of the instant Invention there was no report of 
successful gene therapy in humans. 

Furthermore, the Examiner has asserted that a review of the prior art and art subsequent 

to the filing of the instant Application shows that cationic lipids offer poorer efficiency of gene 

delivery and expression than do the viral vectors that have proved inadequate for the purpose of 

gene therapy. In support of this position, the Examiner has cited Ross et al. (Human Gene 

Therapy 7: 1781-1790, 1996), Table 2 at page 1783, and first full paragraph of column 2 on page 

1783; Nishikawa et al (Human Gene Therapy 12:861-870, 2001), which the Examiner believes 

teaches that factors contributing to the poorer efficiency of cationic nonviral gene delivery 

include attraction to serum proteins and blood cells, and the difficulty in achieving target-specific 

gene transfer. The Examiner also has asserted that Nishikawa et al teach that additional 

problems associated with cationic lipids for delivery include recognition of unmethylated CpG 

dinucleotides in expression vectors comprising bacterial DNA sequences, release from 
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endosomes prior to lysosomal degradation, poor stability of DNA in the cytoplasm, and the 
inhibitory effects of cationic lipids in the nucleus. In further support of his position, the 
Examiner has also cited Romano (2000) as teaching that cationic lipids as delivery vehicles did 
not allow specific targeting, had low transfection efficiency, gave only transient expression, were 
difficult to use in vivo, and could give rise to immune responses. Also, the Examiner has cited 
Miller (Curr. Med. Chem. 10)14):1195-1211, 2003) as teaching that cationic lipids .are not 
currently efficient enough to be chnically viable", and Pedroso de Lima et al (Curr. Med. Chem. 
10)14):1212-1231, 2003)) as teaching that cationic lipids "...are still far from being viable 
alternatives to the use of viral vectors in gene therapy" 

Furthermore, with respect to gene therapy of muscular dystrophy, the Examiner has 
asserted that Karpate and Acsadi (Clin. Invest. Med. 17(5):499-509, 1994) teach that several 
unanswered questions remain to be addressed, such as (a) what type of promoter to use; (b) the 
method of gene targeting; (c) the required duration of gene expression; and (d) the appropriate 
route of delivery. Moreover, the Examiner believes that Karpate and Acsadi teach that: 

(i) because of the multinucleate nature of muscle cells, and because dystrophin is 
deposited near the nucleus where the message is expressed, the majority of myonuclei should 
acquire a normal allele if most of the muscle fiber is to be covered by dystrophin, but because 
muscle fibers are surrounded by a well-developed extracellular matrix, efficient gene delivery is 
problematic; 

(ii) with respect to delivery systems, a variety of techniques, including cationic 
liposomes, have not produced acceptable results in vivo\ and 
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(iii) degradation of the delivered nucleic acid, promoter silencing, mRNA stability or 
destruction of the transfected cell by host immune response are also problems associated with the 
expression of delivered genes. 

Hence, the Examiner believes that gene therapy with a compound of the present invention 
to treat muscular dystrophy is unpredictable. Moreover, the Examiner has a similar opinion with 
respect to gene therapy for treating cystic fibrosis and in antisense treatment. 

This rejection is respectfully traversed. Initially, it is respectfully submitted that the 
Examiner is incorrect in his assertions that gene therapy was an unpredictable technique at the 
time of the filing of the priority document, and that successful use of gene therapy was not 
routinely obtainable by those skilled in the art. The filing date for the priority document in this 
Application is April 2, 1998. Yet, since 1992, approximately 209 U.S. Patents have been issued 
that contain the phrase "gene therapy" in their titleV Indeed, a number of these issued patents 
were filed with the United States Patent and Trademark Office prior to April 2, 1998. Particular 
examples of such patents include patent number 5,399,346 to Anderson et al entitled Gene 
Therapy^, patent number 5,645,829 to Shockey et al entitled Mesothelial Cell Gene Therapy", 
and patent number 5,821,235 to Henning et al entitled Gene Therapy Using the Intestine^. In 
issuing these patents, the United States Patent Office has clearly admitted that at the time of 
filing the priority document in the instant Application, and even prior thereto, gene therapy 
methods were known that were novel, useful, and most importantly, enabled, i.e., did not require 
the performance undue experimentation to perform the therapies. Thus, it is respectfully 
submitted the Examiner is simply not correct in asserting that gene therapy methods were not 
predictable at the filing date of the priority document in this matter. 

1 A copy of this list is attached hereto for the Examiner's review. 

2 Filed March 30, 1994 and issued March 21, 1995. 

3 Filed June 18, 1993 and issued July 8, 1997. 

4 Filed January 20, 1995 and issued October 13, 1998. 
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Moreover, it is respectfully submitted the Examiner is incorrect in asserting that non-viral 
vectors are inadequate for the purpose of gene therapy. In support of this assertion, the 
Examiner is directed to the supplemental Information Disclosure Statement filed with the instant 
Amendment, which discloses articles that disclose successful exogenous gene expression in 
mammals using gene therapy non-viral vectors prior to the filing of the priority document for the 
instant AppHcation, such as: 

Wilson et al, J. Biol. Chem. 267(2):963-967 (1992), who teach the use of a DNA-protein 
complex for in vivo delivery; 

Alino et aL, Biochem. and Biophys. Res. Comm. 204(3): 1023-1030 (1994), who teach 
the use of liposomes for in vivo gene therapy; 

Canonico et al Am J. Respir. Cell. MoL Biol. 10:24-29 (1994), which teaches the use of 
cationic liposomes for in vivo gene therapy; 

Nabel et al. Science. 249:1285-1288 (1990), who teach the use of liposomes for in vivo 
gene therapy; 

Zhu et al, Science. 261:209-211 (1993), who teach the use of Hposomes for in vivo 
gene therapy; and 

Sorscher et al. Human Gene Therapy 5: 1259-1277 (1994). 

Furthermore, it is respectfully submitted that, contrary to the Examiner's beliefs, the 
instant Application, as well as knowledge readily available to one or ordinary skill in this art at 
and prior to the filing of the priority document for the instant Application, provide support for 
amended Claim 28, as well as new Claims 33-36. Indeed, Examples 11 and 12 teach the 
successful transfection of cells in vivo with a compound of the instant Invention. In each 
example, DNA encoding luciferase was contacted with a compound of the instant Invention to 
form a nucleolipid complex, which was then administered to a mouse. Figures 9 and 10 provide 
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data that clearly shows that after administration of the nucleolipid, luciferase activity was 
detected in cells in vivo that was comparable to the activity seen when naked DNA encoding 
luciferase was administered. It is respectfully submitted that any DNA sequence, including those 
that encode proteins that are useful in treating a disease or disorder can readily substitute for 
luciferase using merely routine laboratory techniques, and without the performance of undue 
experimentation. 

Hence, for the foregoing reasons, it is respectfully submitted that amended Claim 28 as 
well as new Claims 33-36 are clearly enabled, and should be allowed to issue. 

The Invention is Novel 

Claims 1-29 have been rejected under 35 U.S.C. § 102(b) as being anticipated by either 
PCT published patent application WO 99/51581 published October 14, 1999 (the '581 
application) or French published application No. 98/04121 published January 19, 1999 (the '121 
application). The Examiner has acknowledged these documents are the priority documents listed 
in the Declaration for the instant Application, and they provide full support for, and thereby 
anticipate the instant Claims to the extent that the disclosure is enabling. Furthermore, the 
Examiner has admitted this rejection may be overcome by insertion of a statement into the first 
line of the instant Specification claiming priority to these documents, provided the priority claim 
is made during the pending of the Application and within the time limits set forth in the PCT and 
regulation of the PCT. 

As explained above, Claim 25 was deleted in a preliminary amendment filed with the 
USPTO on 21 November 2000, and in the instant Amendment, Claims 8, 13, 21, 24 and 29 have 
been canceled, without prejudice. Hence, with respect to these Claims, this rejection is MOOT. 
Also, for reasons discussed above, the instant Amendment to the Specification to include a 
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Priority Claim has been made in a timely manner. Thus, it is respectfully submitted that this 
rejection be withdrawn with respect to all Claims presently pending in the instant Application. 

Fees 

No additional fees are believed to be necessitated by the foregoing Response. However, 
should this be erroneous, authorization is hereby given to charge Deposit Account No. 18-1982 
for any underpayment, or credit any overages. 

CONCLUSION 

Applicants respectfully request entry of the foregoing amendments and remarks in the file 
history of the instant Application. The Claims as amended are believed to be in condition for 
allowance, and reconsideration and withdrawal of all of the outstanding rejections is therefore 
believed in order. Early and favorable action on the claims is earnestly solicited. 



Respectfully submitted, 




AVENTIS PHARMACEUTICALS, INC. 
Route 202-206; Mail Stop: D303A 
P.O. Box 6800 
Bridgewater, NJ 08807 

DOCKET NUMBER: ST98009 
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T Adenovirus vectors for gene therapy 

T Human papilloma virus genes and their use in gene therap y 
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